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INTRODUCTION

Background

The Zambia Medicines Regulatory Authority is mandated under the medicines and allied substances Act No 3 0f 2013 of the
Laws of Zambia to regulate medicines and allied substances to ensure that all medicines and allied substances being made
available to the Zambian people consistently meet the set standards of quality, safety and efficacy.

This guideline provides recommendations tor applicants preparing a Commeon Technical Document (CTD) for marketing
authorisation of medicines for submission to the Zambia Medicines Regulatory Authority. The guideline is adopted and
in line with the Southern African Development Community (SADC) CTD format.

In line with Article 29 of the SADC Protocol on Health, harmonization of medicines regulatory systems was identified
as a critical component within the context of public health and access to medicines, to achieve the regional common
agenda on health. In 2013, SADC Health Ministers and Ministers Responsible for HIV and AIDS approved the adoption
of the ICH CTD to facilitate harmonization in the region.

While the SADC Regional Guidelines for Registration of Medicines provides a minimum standard on technical
requirements within the region, in the past, there has been no harmonisation of the organization of the registration
documents. Each. SADC Member State (MS) had its own requirements for the organization of the technical reports in the
submission of applications for registration of human medicines. To avoid the need to generate and compile different
registration dossiers, the SADC guideline on which the ZM CTD is based describes a format for the Common Technical
Document (CTD} that will be acceptable in all SADC Member State.

The document describes how (o organise applications based on the International Council on Harmenisation of Technical
Requirements for Registration of Pharmaceuticals for Human Use (ICH) guidelines on the CTD.

This document provides recommendations on the format and presentation for product dossiers (PDs)/applications for
marketing authorisation.

Objectives

These guidelines are intended to:
s  Adopt and adapt the SADC CTD in order to have standardised reglstratmn requ:rements with other SADC
Member States thereby facilitating harmonization, -
+  Fully adopt the modular forinat of the CTD as developed by ICH;
«  Assist applicants in the preparation of PDs/applications by providing clear general guidance on Lhe format
of these dossiers; and
»  Provide guidance on the location of regional information (Module 1) and other general data requirements.

e  Provide for mutual recognition of marketing authorisation decisions.
These measures are intended to promote effective and efficient processes for the development of these Product Dossiers
and the subsequent assessment procedures,

Rationale for Adopting ICH CTD Fermat

To ensure that the ZAMRA standards are aligned with global standards, these are based on the International Council on
Harmonisation of Technical Requirements for Registration of Human Medicines (ICH) guidelines on CTD format and
the World Health Organization (WHQ) Guidelines for Registration of multisource (generic) medicines. Adopting the
ICH CTD format will assist applicants to prepare registration dossiers in a single format that can be submitted to several

Version 1.0
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countries, promote information exchange among the regulators, more efficient assessment, align the region with global
standards such as ICH and WHO and ultimately increase availability of medicines to the public. The intended benefits of
adopting the ICH CTD format are in-line with the SADC and AU and AMA agenda on regional integration and

cooperation.
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Scope

The guidelines apply o medicines for human use of both chemical and biological origin and are applicable to both generic
{multisource) and new medicines (innovator). The technical content of the documents in the CTD modules is outside the
scope of this guidance. This guideline does not indicate the dita or studies required; it merely indicates an appropriate
format and organisation for the data that have been scquired. The main Registration Guideline and the relevant guidelines
(WHOQ, ICH or EU) as indicated should be consulted.

ORGANISATION OF PRODUCT DOSSIER IN COMMON TECHNICAL DOCUMENT FORMAT

According to the CTD format, each application is a collection of documents, grouped into 5 modules. A document is

a set of pages, numbered sequentially and divided from other documents by a tab. a document can be equated to a file

for an electronic submission

This guideline provides information on the contents of the ZAMRA CTD Module I: Administrative Information, as
Madule 1 is region specific. In addition, the ZAMRA regional CTD format describes the format and organisation of the
Summaries, Quality, Non-clinical, and Clinical modules (Modules 2 1o 5, respectively).

- The CTD guidelines, together with the S4DC Registration Guidelines provide detailed information about the contentsof

an application. These guidelines apply to applications to register medicines and all related variations. Applicants should
not modify the overall organisation of the CTD. If not contained in the bulk of the documentation, any additional data
should be include as addenda to the relevant part, together with additional expert comment that may be provided as a
supplement to, or incorporated into, the relevant summary, overal! summary or overview.

Module 1 - Administrative iriformation and presc‘ribing information

Relevant administrative documentation should be submitted in Medule 1 of the CTD dossier. This module should be
divided into the relevant sections, as described in Part B of this guideline.

Module 2 «Summary of the doséier

Module 2 of the CTD dossier contains the summaries and overviews for the quality, non-clinical and clinical sections of
the dossier (refer to the European Notice fo Applicanis

The Clinical Overview should include a statement regarding Good Clinical Practice (GCP) compliance.

In cases concerning generic, the Authority may grant exemption from the submission of Non-clinical and Clinical
Overviews and Summaries (2.4, 2.5, 2.6 and 2.7). For generics, the following sections should be submitted:

2.1 Table of contents for Module 2
2.2 Introduction
2‘..3 Quality overall Summary

Module 3 — Quality

Module 3 of the dossier contains the chemical, pharmaceutical and biclogical data relevant to the application.

Refer to the Registration guideline for the current requirements for this module.

Full reports on biopharmaceutics stuclies, including methodology and validation' data for bioavailability studies, should
be included in Module 5.3.1. -

Module 4: Non Clinical Study reports

Version 1.0
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Module 4 of the dossier contains the non-clinical (pharmaco-toxicological) data relevant to the application.
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For detailed information and guidance on information for new medicines, the human study reports and related information
should be presented in the order described in ICH M4S. Reference should be made to the most current version of the
Guidelines

Generally, module 4 is not applicable for generic medicines.

Module 5: Clinical study reports

Module § of the dossier contains the clinical data relevant to the application, In most circumstances, the clinical studies

included in Module 5 of the dossier will be international studies used to establish the pharmacodynamics,

pharmacokinetics, safety and efficacy of the medicine across an international patient population, However, where there
is evidence to suggest that the pharmacokinetics or pharmacodynamics of the product may vary across the populations
that will use the medicine in Zambia; the sponsor should consider submitting studies relevant to those target populations.

FFor detailed information and guidance on presentation of information for new medicines, the human study reperts and
related information should be presenied in the order described in ICH M4E guideline

Version 1.0
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GENLRAL INFORMATION FOR APPLICATIONS

Please read together with the Registration gunideline.

1 Preparing and organising the Common Technical Document

To facilitate the review of the basic data and to help an evaluator become oriented with the application contents, the
display of information should be unambiguous and transparent throughout the CTD.

If additional or supplementary data are submitted, the module(s) should be identified, and numbering should follow
from the original documentation.

The applicant should submit all the sections of the modules. Justification for the non-applicable sections should be
provided under the relevant headings.

Acronyms and abbreviations should be defined the first time they are used in each module. An application not
submitted in the appropriate format, incomplete or illegible will be rejected.

2 Documentation

The review templates (QOS, QIS, BTIF and biowaiver forms} should be submitted in Microsoft Word.

All other sections of the dossier should be in text-selectable PDF format.

3 Organising documents o
— — . — -—_ The organisation of,modules,shou[d. be consistent with the structure described_in this guideline_in the relevant tables = __
below,
Table 1: Module 1
‘Madule .

[
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TABLE 2: Module 2 (Electronic submiss:ig')'ri;) o

Module 2

Iy TR

TOC should be hypeglfnkgd '

[ Key

,Dgc egtg rolled ug to.thisleyelarenot, =~ . |

IDocumvnts may not be subrmtted at this level for
electronic submissions (documents may be

written at th!S lwcl but must be submﬂted at the

higher level)

Note 1: Optlonallty of granularity for the Quality
QOverall Summary is provided in order to
accommadate different levels of

complexity of products. The applicant can choose
the level at which the QOS is managed.

Note 2:-One document should be
submitted for each drug substance

Note 3: For a drug product sup’p]ied'w'itﬁ '

reconstitution diluent(s), the information on the
diluent(s) should be provided in a separate part
“P* document

Note 4: One document for each indication
should be submitted, although closely related
indications can be within a single document
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TABLE 3: Module 3 (Electronic subm’issi_bh's)

Ouce a granularity option is chosen, continue with that option during the application’s lifecycle.

Module 3 TQC should be hyperlinked Ke
Note 1 Y
Documents rolled up to this level are not
3.08 - "3.2.8.1 TRy conmdereci_agg;gg_ riate
Neww2 . T sormultipleidoc
3282 g for ¢lécironic’ submlssmns (documents may be

,2;’- Twr| written at this level but must be sybmiitted at the|
_' higher level) .

Note 1: In choosing the level of
granularity for this Module, the

1 applicant should consider that, when
relevant information is changed at any
point in the product’s lifecycle,
replacements of complete
documents/files should be provided in
the electronic submission.

"'525

.: ’
mn,zdn vuv-rﬁ ‘I

Note 2: For a drug product containing
more than one drug substance, the
information requested for part*82 ~ _ . .

=24 should be provided in its-entirety for
each drug substance.

1 Note 3: One or more control sirategy
summary documents may opticnally be
placed here.

Note 4: For a drug product supplied
with reconstitution diluent(s), the
information on the diluent(s) should be
provided in a separate part “P”, as
appropriate.

"| Note 5: The lower level of each heading
included in CTD-Q at this point is
unlikely to contain individual documents
or files.

m”;&B”M*
ol .W@% ’%15.5%?4
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Note 7: Literature References

should be listed in the tables of

3.3

contents.

Module 4

Key

Documents rolled L;p_to tlnlis level are

F21

. . not cons1dered approprlatc

é’srﬂ!@ Jdﬂd oA
Qmuuln \

' %?ﬁ'&m’ﬁ%

Note 1: Typically, a single
document should be provided for

each study report included in

Module 4, However, where the
study report is large, (e.g.. a

carcinogenicity study), the

applicant can choose to submit

Versmn 1 0

423

the report as more than one
document. In this case, the text

portion of the report should be
one document and the appendices

| can be one or more documents. In

' choosing the level of granularity

| for these reports, the applicant

| should consider that, when

42342,

relevant information is changed at

R

42351

1 any point in the product’s -
= lifecycle, replacements of
| complete documents/files should

T 43352,

)| be provided.

' _4%¢Sﬂﬁﬁ% | should be listed in the tables of

: Note 2: Literature References

contents.

|Ta23T [
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42377

4.3

TABLE 4: Module 4 (Electronic submissions)

TABLE 5: Module S (Electronic submissions)

Module 5

i

TOC should be hyperlinked

5.3.1

T 532

533

534

5356 |

., Nete2

gﬂs BB

i Pt »!

5.4

Version 1.0

Key
Documents rol]ecl up to thlS level aren not .

TeXIo0H ?LDWW‘TEWGH‘?@- v

WL TodEd o

wn i muItll
's‘igfhlsvleve l'f i

Note 1: The applicants should ordinarily provide the
study reports as multiple documents (a synopsis, a
main body of the study report and appropriate
appendices).
Appendices should be organized in accordance
with the ICH E3 guideline, which describes the
content and format of the clinical study report.
In choosing the level of granularity for reports
the applicant should consider that, when
relevant information is changed at any point in
the product’s lifecycle, replacements of

omplete documentsfﬁles should be prowded

N ote 2: For apphcanons in support of more
than one indication, this séction should be
repeated for each indication.

Note 3; Literature References should be listed in‘the
tables ofcontent. .
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Pagination

Page numbering should be at the document level and not at the module level. (The entire submission should never
be numbered consecutively by page.) In general, all documents should have page numbsrs. Since the page
numbering is at the document level, there should only be one set of page numbers for each document,

Cross-leferencing to documents should be made by referring to the CTD module, , and page number (for exarple:
“see Module 3.2.P.4.3 Method validation, p 23 7).

Dacuments must be legibile, margin space must be suflicient so that no information is not obscured.

I’aper size

Standard A4 paper should be used-for allsubmissions. Text and tables sliould be prepared using margins that allow
the document to be printed on A4 paper.

Fonts

Vont sizes for text and tabies should be of a style and size that are large enough to be easily legible, even when
provided electronically, Arial / Times New Roman 12 pomt font is prcferred for narrative text. The figures, tables
and photos should be clearly legible.- - - - - - — -~ - - = - = —
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7. Same/ Separate Applications

Different pack-sizes of the same strength and formulation

Different strengths and/or formulations

Co-packaged products

Components of a kit. , ]
. Syrups/Eiquids/Soliifionsi(non parenterals)/Créams/ointmentsifahiug

Different container sizes of the same strength and formulation

Same container size of different strengths and/or formulations

€ olume Parenterals .

Products w11h the same streng_th _and formulation but with different colours and/or ﬂavours

(i.e. resulting in different total doses).

Ampoules contammg ldentlcal solutions of the same strength but of different volumes

Ampoules containing solutions of different strengths

Ampoules and/or single dose vials containing dry powder, crystals ete, of d1fferent mass

“Ampoules and single dose vials containing the same respective masses of dry powder,
crystals ete, will require separate applications

b B b

Ampoules, single dose vials, as well as disposable syringes and cartridges containing
identical solutions of the same sirength and same volume of liquid

Dental cartridges containing fluids of different volumes

Ampoules containing "water for injection”, but of different volume -

Special ampoules of dry powder and "water for injections" contained in the same unit, but
intended for mixing at the time of injection

A E kS

Ampoules containing identical solutions of different volumes used only as a diluent in the
reconstitution of a preparation for parenteral use

Multi-dose vials of the same strength and formulation in different volumes

Multi-close vials and a single dose ampoule of the same formulation

Multi-dose vials containing dry powder of different mass and the same formulation, and
having the same concentration when reconstituted

A container of diluent to be used with any preparation in (iii), (iv) or (xii) will require one
application provided that the diluent is also fully described in the dossier together with
the product;

An ampoule of diluent to be used with any biological preparation

Infusion solutions of the different volumes and of the same formulation, which are packed
in containers of exactly the same type of material :

Infusion solutions of same volumes and of the same formuiation, which are packed
in containers made of different types of materials

A preparation, packed in plastic containers and intended also to be marketed in glass
containers containing the same volume and the same formulation, it will require one
application provided the following data are submitted: -

I, Characteristics of the rubber stopper;
II.  Specilications for the glass;
III. © A comprehensive manufacturing process with particular reference to the
washing and sterilization cycles and apparatus used;
IV,  Data on particulatc matter (contamination);
V. Stability data with reference to the effect of the pH of the solution.

Products with the same strength and formulation but with different colours
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Applications containing the same active ingredient(s), and where additional
indications are sought, where such new indications render the product in a different
scheduling status, or different pharmacological classification or have any other
restrictions imposed other than the original application

‘Different applicants/propriéfary names for the'same formula

Same formula applied under different proprietary names

Same formula from different applicants
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8. Payment for the application

10,0  The application fess apnlicable to 2ach type of application should be paid as required. An’ application not
accompanied by the appropriate fee will not be accepted. Reference should be made to the most recent
statutory instrument for application fees.
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PART B: MODULE 1

Module 1 should contain all administrative documents (e.g. application forms and certifications), labelling, general
correspondence and annexes as needed. Documents should be organised in the order listed below.

Module 1.0 Cover Letter

Documentation

1. | 1.0 Cover Letter

Applicants should include a Cover Lefter on headed pape} with all applications, A signed cover letter should be placed
at the beginning of Module 1.

Module 1.1 Comprehensive table of contents

Documentation

11 1.1 | Comprehensive table of contents

Module 1 should include a comprehensive table of contents for the entire application. The comprehensive table of
contents should include a complete list of all documents provided in the application by module.

In the table of contents, the location of each document should be identified by referring to the name of the document
(section heading according to the CTD format e.g. 3.2.P.4.2). Page numbers should be used to facilitatc location within
documents.

Module 1.2 Application Information

Documentation

1. ].1.21 Application Form

2 122 Letter of authorisation for communication on behalf of the applicant

3. 1.2.3 Electronic copy declaration

4. 1.2.4 Copy of certificate for a Vaccine Antigen Master File (VAMF)

S. 1.2.5 Copy of certificate for a Plasma Master File (PMF)

6. 1.2.6 Copy of certificate(s) of suitability of the European Pharmacopoeia (CEP)
7. 1.2.7 Confirmation of Prequalification (CPQ) of an API

8, 1.2.8 Letter of access from the APIMF holder, CEP holder or CPQ holder

1.2.1 Application form
Each application for registration of a medicine must be submitted in a format as set out in this guidelines

() The application form should be completed in English.
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